OCT. -20' 04 (WED). 11:32 



TEL:9198622260 



P. 



ApplNo,: 09/855.342 
Filed: May 14,2001 
?aac2Qfl2 ■ 

Amendments to the Claims : 

Claims Ml (Canceled). 

12. (Currently Amended) A method of treating a subject for a cancer chanicterized by 
overexpression of the HER2 receptor protein in o s ubje ot^ said method comprising concurrent 
therapy with an anti-HER2 antibody or fragment thereof and intcrlcukin-2 (n--2) or biolopically 
active variant thereof, wherein said concurrent therapy comprises administering to said subject at 
least one therapeutically effective dose of said lL-2 or variant thereof in combination with a 
dosing regimen for said anti-HER2 antibody or fragment thereof, wherein said dosing regimen 
for said anti-HER2 antibody or fragment thereof comprises administering to said subject at least 
one therapeutically effective dose of said anti-HER2 antibody or fragment tliereof, wherein said 
therapeutically effective dose of said anti-HER2 antibody or fragment thereof is in the range 
from about 1 .0 mg/kg to about 1 0.0 mg/kg and wherein said tlierapeulically effective dose of 
s_aid IL-2 or variant thereof is in the range from about 0.5 mlU/m^ MlU/m^ to about 4.0 mTU/m^ 
MlU/m^: wherein said va riant of said lL-2 has at least 70% sequence identity with said TL-2 as 
calculated using the ALIGN procra m with a PAM 120 weight residue table, a gao length penalty 
of 12, and a gap penalty of 4, and wherein said fraement of said anti-HER2 antibody retajr)s tlig 
abiliiv of said anti-HER2 antibody to bind the HER2 receptor protein . 

13. (Currently Amended) The method of claim 12, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is in the range from about 2.0 
mg/kg to about 9,0 mg/kg and wherein said therapeutically effective dose of said T L-2 or vwiant 
thereof is in the range from about 0.6 miy/m^ MlU/m^ to about 3.0 mH^^ 1VfTU/m^ 

14. (Currently Amended) The method of claim 13, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is in the range from about 3.0 
mg/kg to about 8.0 mg/kg and wherein said therapeutically effective dose of said IL-2 or variant 
thereof is in the range from about 0.8 mlU/m^ MlU/m^ to about 1.5 mlU/m ^ MlU/m^ , 
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1 5. (Currenlly Amended) The method of claim 14, wherein said Iherapeuiically 
cffeclive dose of said anti-HER2 antibody or fragment thereof is about 4 ,0 mg/m^ 4.Q mg/kg and 
wherein said therapeutically effective dose of said IL-2 or variant thereof is about 1 .0 mlU/m^ 

1 6. (Currently Amended) A method of treating a subject for a cancer characterized 
by overexpression of tlie HER2 receptor protein in a oubjoot , said method comprising concurrent 
therapy with an anti-HER2 antibody or fragment thereof and interleukin-2 (XL-2) or biologically 
B£iiv£.variant thereof, wherein said concunrenl therapy comprises a first administration of a 
therapeutically effective dose of said T L-2 or variant thereof on day 1 of a treatmeni period 
followed by a first administraiion of a therapeutically effective dose of fiaiiunti-HER2 antibody 
or fragment thei'eof within 6 days of said first administration of said therapeutically effective 
dose of saiiIL-2 or variant thereof to said subject, wherein said therapeutically effective dose of 
said_anli-HER2 antibody or fragment thereof is in the range from about l.O mg/kg to about 1 0.0 
mg/kg and wherein said therapeutically effective dose of said IL-2 or variant thereof is in the 
range fi-om about 0.5 mlU/m^ MTU/m^ lo about 4.0 mlU/m^ MJU/m^: wherein said varianf of 
said TT.-2 ha s at least 70% sequence identitv with said TL-2 as calculated using the ALIGN ' 
program with a PAM 120 weidit residue table, a pap length peng l ^y g f ] \ and a gap penalty nf 
4. and wherein said fra gment of sjiid anii-HER2 antibody retains the ability of said anti-HER2 
antibody to hind the HER2 receptor protein . 

1 7. (Currently Amended) A method of treating a subject For a cancer char^iclerized 
by overexpression of the HER2 receptor protein in o oubjoot , said method comprising concurrent 
therapy with an anli-HER2 antibody or fragment thereof and interleukin-2 (IL-2) or biologically 
active variant thereof, wherein said concurrcm therapy comprises multiple dosing of a 
therapeutically effective dose of said anti-I-IER2 antibody or fragment thereof and a 
therapeutically effeciive dose of said IL'2 or variant thereof, wherein said therapeutically 
effective dose of g3iianti-HEH2 antibody or fragment thereof is in the range from about 1,0 
mg/kg to about 1 0.O m&Tcg and wherein said therapeutically effective dose of said_JL-2 or variant 
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thereof is in the range from about 0,5 mlU/m ^ MTU/m^ to about 4,0 mlD/m ^ MHJ/m^: wlierejn 
said variant of sqiU TL-2 has at least 70% sequence identity with said TL-2 as calculated using tha 
ALIGN program with a PAM 1 20 weight residu e table, a gap length penalty of 1 2, and a gap 
penalty oF4, and wherein said iraemcnt or said anti-HER2 antibodvretaina the ability of said 
anti-HER2 antibody to bind the HER2 receptor protein . 

1 8. (Currently Amended) The method of claim 1 7, wherein said multiple dosing 
comprises administering to said subject said therapeutically effective dose of said IL-2 or variant 
thereof and said therapcuti_cal|y effective dose of said.aiiti-HER2 antibody or fragment thereof 
during an introductory cycle, wherein said introductory cycle comprises daily administration of 
said therapeutically effective dose of said IL-2 or variant thereof on day 1 of said intioductory 
cycle through day 20 of said introductory cycle, and a single administration of said 
therapeutically effective dose of said.anti-HER2 antibody or fragment thereof on day 7 of said 
introductory cycle, 

J 9. (Currently Aniended) The method of claim 1 8, further comprising administering 
said therapeutically effective dose of said IL-2 or variant thereof and said therapeutically 
effective dose of saitLanti-HER2 antibody or fi-agment thereof during at least one subsequent 
cycle, wherein said subsequent cycle comprises daily administration of said therapeutically 
effective dose of 5aidLlL-2 or variant thereof on day 1 of said subsequent cycle through day 14 of 
said subsequent cycle, and administration of said therapeutically effective dose of gaid anti- 
HER2 antibody or fragment thereof on day I of said subsequent cycle. 

20. (Currently Amended) The method of claim 1 8, further comprising intcnnediate- 
dose IL-2 pulsing on days 8-10 of said introductory cycle, wherein said pulsing comprises 
administering in place of said therapeutically effective dose of said IL-2 or variant thereof an 
intermediate dose of a phormaoouiioal compooition oomprising s aid_IL-2 or variant thereof, 
wherein said intermediate dose eomprisos is_about 12.0 mlU/m^ MlU/m^ IL 2 or variant tlioruuP . 
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21 . (Currently Amended) The method of claim 19, iurlher coniprising mtemiediate- 
dose 1X^2 pulsing on days 1-3 of said subsequent cycle, wherein said pulsing comprises 
administering in place of said therapeutically effective dose of said IL-2 or variant thereof an 
intermediate dose of a phannafloutioal oompo B ition -Q ompriGing said. IL-2 or variant thereof, 
wherein said intennediate dose comprises is^about 1 2.0 mlU/m^ MTU/m^ TL 2 or vgrian t- th e r e of 

22. (Previously presented) The method of claim 12, wherein said IL-2 or variant 
thereof is administered subcutaneously. 

23. (Previously presented) The method of claim 12. wherein said anli-HER2 
antibody comprises at leasi one human constant region. 

24. (Currently amended) The method of claim 12, wherein said anti-HER2 antibody 
is selected from the group consisting of 4 DS and or fragment th ereo fa humanized anti- 
HER2 anlibod v, a chime ric anti-HER2 antibody, or a human aTiti-HER2 antibodv, and said 
fragment thereof retains the ability of said humanized, chimeric, or human anti-HER antthodv tn 
bind the HER2 receptor protein. 

25. (Currently Amended) The method of claim 3411, wherein said anti-ffER2 
antibody is 4 D5 or a humanized, chimeric, or human form th^eeg- of a murine antibodv selected 
from the group consisting of 4D5 and S20C9 . 

26. (Currently Amended) The method of claim 12, wherein said therapeutically 
effective dose of said IL-2 or variant thereof is administered as a pharmaceutical composition 
selected from the group consisting of a s tab i lig e d m onomeric lL-2 pharmaceutical composition, a 
multimeric pharmaceutical Tl^2 composition, a st abiliz e d lyophilized lL-2 pharmaceutical 
composition, and a stabilizod s pray-dried IL-2 pharmaceutical composition. 
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27. (Currently Amended) The method of claim 26, wherein said IL-2 Qj- yariant 
thereof is recombinantly produced IL 2 hoving on am m o aoid aoqu eflee for human ILr - 2 -OF 
variant tlioroo fand said TL-2 is human TL-^ . 

28. (Ciinently amended) The method of claim 27, wherein said variant thoroof has an 
satd4fflfflan-Ffc- 3of human IL-2 is des-alanvl-1. serinc-12S human interleukin-2 . 

29. (Cummily Amended) The method of claim 28, wherein said aini-iiBR2 antibody 
or fragment thereof comprises at least one human constant region. 



30. (Currently Amended) The method of claim 28, wherein said anti-HER2 antibody 
is selected from the group consisting of 4 D5 and S2QCQ, or fragment Ih flpe^ f a humanized anti- 
HER2 antibody, a chimeric anti-HE R2 antibody, or a human qnti-HER2 antibody, and said 
fragment thereof retains the ability of said humanized, chimeric, or human anti-HER antibody to 
bind the HER2 receptor orotoin. 

3 1 . (Currently Amended) The method of claim M28, wherein said anti-HER2 
antibody is 4 DS or a humanized, chimeric, or human fonn thefeo fof a murine antibody selected 
from the group consisting or4D5 and 520C9 . 



32. (Currently Amended) The method of claim 16, wherein said therapeutically 
effective dose of said.anti-HER2 antibody or fragment thereof is in the range from about 2.0 
mg/kg to about 9.0 mg/kg and wherein said therapeutically effective dose of said TL-2 or variant 
thereof is in the range from about 0.6 m-iy/m^ MlU/m^ to about 3.0 miU/m^ MnJ/m^ . 

33. (Currently Amended) The method of claim 32, wherein said therapcuiically 
effective dose of saicLanti-HER2 antibody or fragment thereofis in the range from about 3.0 
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mg/Jcg to about 8.0 mg/kg and wherein said therapeutically effective dose of said TL-2 or variant 
tliereof is in the range from about 0.8 mTU/m^ MlU/m^ to about 1 .5 ©jy/m' MlU/m^ 

34. (Currently Amended) The method of claim 33, wherein said therapeutically 
effective dose of said.anti-HER2 antibody or fraement thereof is about 1.Q mg/m^ 4.Q me/kp and 
wherein said therapeutically effective dose of saiiIL-2 or variant thereof is about 1 .0 mf^Mf^ 

35. (Cumently Amended) The method of claim 17, wherein said therapeutically 
effective dose of saiianti-HER2 antibody or fragment thereof is in tite range from about 2.0 
mg/kg to about 9.0 mg/kg and wherein said therapeutically effective dose of said T L-2 or variant 
thereof is in the range from about 0.6 mlU/m ' MlU/m' 10 about 3.0 mlU/ro^ MrU/m' . 

36. (Currently Amended) The method of claim 35, wherein said therapeutically 
effective dose of saiianli-HER2 antibody or flragmenl thereof is in the range from about 3.0 
mg/kg to about 8.0 mg/kg and wherein said therapeutically effective dose of said I L-2 or variant 
thereof is in the range from about 0.8 mTU/m^ MlU/m^ to about 1 ,5 mlU/m' MTlJ/m^ . 

37. (Currently Amended) The method of claim 36, wherein said therapeutically 
effective dose of said anti-HER2 antibody or fragment thereof is about 4.0 mg/m* and wherein 
said therapeutically effective dose of said T L-2 or variant thereof is about 1 .0 mfU/m ^ MTU/m' . 

38. (Currently Amended) The method of claim 1 8. wherein said therapeutically 
e/Teclive dose of said_anti-fJER2 antibody or fragment thereof is in the range from about 2.0 
mg/kg to about 9.0 mg/kg and wherein said therapeutically effective dose of said I L-2 or variam 
thereof is in tlie range from about 0.6 mlU/m' MlU/m^ to about 3.0 mTU/m* MlU/m^ . 

39. (Currently Amended) The method of claim 38, wherein said therapeutically 
effective dose of said.anli-HER2 antibody or fragment thereof is in the range from about 3.0 
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mg/kg to about 8.0 mg/kg and wherein said therapeutically effective dose of aaiiTl-2 or variant 
thereof is in the range from about 0.8 mlLf/n> ' KfTU/m- to about 1 .5 mTU/m* MIU/m^ 

40. (Currently Amended) The method of cJaim 39, whensin said therapeutically 
effective dose of gaiianti-HER2 antibody or fragment thereof is about 1.0 mg/m^ 4.0 mp/kp and 
wherein said therapeuiically effective doso of said l L-2 or variant thereof is about 1 .0 i^U/m* 



41 . (Currently Amended) The method of claim 1 9. further comprising intermediate- 
dose IL-2 pulsing on days 8-10 of said introductory cycle and on days 1-3 of said subsequent 
cycle, wherein said pulsing comprises administering in place of said therapeutically effective 
dose of sa!4.IL-2 or variant thereof an intermediate dose of a-phiMmaceutiool oompoBitiou 
e©mpi4siflraaM.IL-2 or variant thereof, wherein said intermediate dose compriooo i s.about 12.0 
rolU/m ' Uj - 2 or variont - th efegf. 



42. (Currently Amended) A method of treating a subject for a cancer characterized 
by overexpression of the HER2 receptor protein in o oubjoct. said method comprising concurrent 
therapy with an anti-HER2 antibody or fragment thereof and interleulcin-2 (lL-2) or biologically 
activs variant thereof, wherein said concurrent therapy comprises daily administration of a 
therapeutically effective dose of fiiifl,II^2 or variant thereof on day I of an introductory cycle 
through day 20 of said introductory cycle, and a single administration of a therapeutically 
effective dose of saiianti-HER2 antibody or fragment thereof on day 7 of said introductory 
cycle: wherein said variant of said IL- 2 has at least 70% sequence identitv with said TL-2 as 
calculated using the ALIGN program with a PAM 12 0 weight residue table, a eao length jaenaltv 
of 12. and a eap penalty of 4. and wherein said frag ment of said anti-HER2 aptibodv retains the. 
ability of said anti-HER2 antibody to bind the HER2 receptor protein . 

43 (Currently Amended) The method of claim 42, wherein said tlierapeuiically 
effective dose of Mi£Lanti-HER2 antibody or fragment thereof is in the range from about 1.0 
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mg/kg to about 10.0 mg/kg and wherein said therapeutically effective dose of said_E.-2 or 
blologicaliv active variant tl^creo Pis in the range from about 0.5 mlU/m ^ MIUW to about 4.0 

44. (CuTTently Amended) The method of claim 43, wherein said therapeutically 
effective dose of said.anti-HER2 antibody or fragment thereof is in the range from about 2.0 
mg/kg to about 9.0 mg/kg and wherein said therapeutically effective dose of said,IL-2 or variant 
thereof is in the range from about 0.6 fftMJW MTU/m^ to about 3.0 mlWm^ MfU/ir^ . 

45. (Currently Amended) The method ofclaim 44, wherein said iherapcmically 
effective dose of said^anti-HER2 antibody or fragment thereof is in the range from about 3.0 
mg/kg to about 8.0 mg/l;g and wherein said therapeutically cITective dose of said I L-2 or variant 
thereof is in the range from about 0.8 miy/m^ MlU/m- to about L5 mTU/m^ MlU/ml 

46. (Currently Amended) The method ofclaim 45, wherein said therapeutical ly 
effective dose of saiianti-HER2 antibody or fragment thereof is about 4 .0 mg/m^ 4.Qmg/lcg and 
wherein said therapeutically effective dose of said.lL-2 or variant thereof is about l.O mlU/m^ 
MlU/m^ 

47. (Currently Amended) The method of claim 42, frirther comprising administering 
said therapeutically effective dose of said IL-2 or variant thereof and said therapeutically 
effective dose of saiianti-HfiR2 antibody or Augment thereof diuing at least one subsequent 
cycle, wherein said subsequent cycle comprises daily administration of said therapeutically 
effective dose of saidr L-2 or variant thereof on day 1 of said subsequent cycle tlirough day 14 of 
said subsequent cycle, and administration of said therapeutically effective dose of said anti- 
HER2 antibody on day I of said subsequent cycle. 

48. (Cunrently Amended) The method of claim 42, further comprising intennediate- 
dose IL-2 pulsing on days 8-10 of said introductory cycle, wherein said pulsing comprises 
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administering in place of said therupeutically effective dose of said 1 1^2 or variant thereof an 
inteiTOediate dose of aphanivxo e utioal oompopition oompri a jf ^ said IL-2 or variant thereof, 
wherein said intennediate dose compri s Qfl -js.about 12.0 mlU/m* MlU/m^ IL 2 or variant ihoroof. 

49. (Currently Amended) The method of claim 47, further comprising intermediate- 
dose n^2 pulsing on days 1-3 of said subsequent cycle, wherein said pulsing comprises 
administering in place of said therapeutically effective dose of said IL-2 or variant thereof an 
intermediate dose of apharroa ee utioal oompo o ition OQmpriai fi^said.IL-2 or variant thereof, 
wherein said intermediate dose oompriso sis about 12.0 mRj/m^ MElZmf^b 2 or variant4hflfe&f. 

50. (Currently Amended) The method of claim 47, furdier comprising intermediate- 
dose lL-2 pulsing on days 8-1 0 of said introductory cycle and on days 1-3 of said subsequent 
cycle, wherein said pulsing comprises administering in place of said therapeutically effective 
dose of said IL-2 or variant thereof an intennediate dose of apharma Qe utioal compe sit46n 
OQmprisinpsaid IL-2 or variant thereof, wherein said intennediate dose oomprisofl ig about 12.0 
mlU/m ^ MEJAnf^ L 2 or variant tlioro ^. 



51 . (New) The method of claim 1 2, wherein said cancer is breast cancer. 

52. (New) The method of claim 51. wherein said anti-HER2 antibody is a himianized 
foiTn of a murine antibody selected from the group consisting of 4D5 and 520C9. 

53. (New) The method of claim 52, wherein said lL-2 or variant thereof is 
recombinantly produced, and wherein said IL-2 is human IL-2, 

54. (New) The method of claim 16, wherein said cajicer is breast cancer. 

55. (New) The method of claim 54. wherein said anti-HER2 antibody is a humanized 
form of a murine antibody selected from the group consisting of 4D5 and 520C9. 
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56. (New) The method of claim 55, wherein said lL-2 or variant thereof is 
fccombinantly produced, and wherein said IL-2 is humaii 

57. (New) Tlie method of claim 17, wherein said cancer is breast cancer- 

58. (New) The method of claim 57, wherein said anti-HER2 antibody is a humanized 
form of a murine antibody selected from the group consisting of 4D5 and 520C9, 

59. (New) The method of claim 58, wherein said IL-2 or variant thereof is 
recombinantly produced, and wherein said IL-2 is human lL-2. 

60. (New) The method of claim 42, wherein said cancer is breast cancer. 

61 . (New) The method of claim 60, wherein said anti-HERl antibody is a humanized 
Form of a murine antibody selected from the group consisting of 4D5 and S20C9. 

62. (New) The method of claim 61, wherein said IL-2 or variant thereof is 
recombinantly produced, and wherein said TL-2 is human IL-2, 
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